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AB The synthesis of SB-207499 (I) is described. Investigation and 

development of new strategies for the homologation of 4-cyano-4 - [ 3- 
(cyclopentyloxy) -4-methoxyphenyl] cyclohexanone are described which produce 
I. Our ultimate route to I is robust and operationally simple and 
produces the final drug substance in good yield and purity. 
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CN 1-Oxaspiro [2.5] octane-2-carboxylic acid, 2-chloro-6-cyano-6- [3- 
(cyclopentyloxy) -4-methoxyphenyl] - (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB A process for preparing substituted cyclohexanoic acids I is proposed, where 
Ra is a carbon-containing group optionally linked by oxygen, sulfur or 
nitrogen to the cyclohexyl ring and n is 1-10; and R and R* are 
independently but not simultaneously hydrogen or C(0)E where E is OR14 or 
SR14, where R14 is hydrogen or alkyl of 1-6 carbon atoms; which process 
comprises treating an epoxide II with DMSO and an alkali metal salt, 
wherein E is OR14 or SR14, where R14 is hydrogen or alkyl of 1-6 carbon 
atoms; Ra is the same as defined for I; and Y is Br, CI, F or I . Thus, 
a-chloroepoxy ester III was prepared via reaction of 
4-cyano-4- ( 3-cyclopentyloxy-4-methoxyphenyl) cyclohexan-l-one with Me 
dichloroacetate and tert-butoxide in THF, subsequently saponified and the 
corresponding chloroepoxy acid treated with DMSO, NaCl and water, and 
heated to 150 °C for 3.5 h to yield IV (59%). 
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